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"Additive Directional Mutagenesis" (ADM) 
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Three dimensional structure of INFa-2b 
showing candidate LEADs 
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The "Percent Accepted Mutation" (PAM250) matrix 




FIG.7 



REPLACEMENT SHEET 

Appln No.: 10/658,355 Page 1 1 of 20 

Applicant(s): Rene Gantier, et. al 

RATIONAL DIRECTED PROTEIN EVOLUTION USING TWO- 
DIMENSIONAL RATIONAL MUTAGENESIS SCANNING 



Scores from PAM25CL given to residue substitutions to protect 
human INF a-2b against proteolysis 
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Residue substitutions expected to allow the 
creation of a disulfide bond 
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2-D matrix representation of a protein sequence 
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2-D matrix for amphipathic peptide showing K/R 
scanning: sequential replacement 
of each residue by either K or R 
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